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Please amend the claims as follows: 

1 . (Original) A method of designing a dietary and/or a pharmaceutical regimen for a human or 
a veterinary animal comprising 

(i) determining ex vivo a baseline cytokine level in a body sample of the human or the 
veterinary animal, wherein the cytokine is associated with an inflammatory and/or 
immunomodulating pathway; and 

(ii) designing, based on the baseline cytokine level, a pharmaceutical and/or dietary 
regimen to promote homcostatic cytokine levels in the human or the veterinary animal, wherein 
the pharmaceutical and/or dietary regimen comprises administration of a flavanol and/or a 
procyanidin oligomer and/or a derivative thereof; 

2. (Original) A method of designing a dietary and/or a pharmaceutical regimen for a 
human or a veterinary animal comprising: 

(i) determining ex vivo a baseline cytokine level in a body sample of the human or the 
veterinary animal, wherein the cytokine is associated with an inflammatory and/or 
immunomodulating pathway; 

(ii) diagnosing, based on the baseline cytokine level, whether the human or the veterinary 
animal is at risk of, or suffers from, a condition associated with inflammatory and/or 
immunomodulating pathways; and 

(iii) designing a pharmaceutical and/or dietary regimen effective for prophylactic or 
therapeutic treatment of the condition diagnosed in step (ii). 

3 . (Original) The method of claim 2, wherein the pharmaceutical and/or dietary 
regimen comprises administration of a flavanol and/or a procyanidin oligomer and/or a 
derivative thereof 

4. (Original) The method of claim 2, wherein the condition is cardiovascular disease, 
coronary heart disease, cardiac fibrosis, atherosclerosis, and/or renal disease or failure. 

5. (Original) A method of designing ajdietary and/or a pharmaceutical regimen for a 
human or a veterinary animal comprising 

(i) determining ex vivo a baseline cytokine level in a body sample of the human or the 
veterinary animal, wherein the cytokine is associated with an inflammatory and/or 
immunomodulating pathway; 
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(ii) incubating the body sample with a series of flavanols and procyanidins, and/or 
derivatives thereof, or a mixture thereof, under conditions sufficient to induce a change in 
cytokine levels and measuring the resulting cytokine levels; 

(iii) comparing the baseline cytokine level with the cytokine levels obtained in step (ii) to 
determine cytokine responsiveness of the human or the veterinary animal to flavanols and 
procyanidins; 

(iv) designing, based on the cytokine responsiveness, a pharmaceutical and/or dietary 
regimen to promote homeostatic cytokine levels in the human or the veterinary animal, wherein 
the pharmaceutical and/or dietary regimen comprises administration of a flavanol and/or a 
procyanidin oligomer and/or a derivative thereof, or a mixture thereof. 

6. (Original) A method of designing a dietary and/or a pharmaceutical regimen for a 
human or a veterinary animal comprising 

(i) determining ex vivo a baseline cytokine level in a body sample of the human or the 
veterinary animal, wherein the cytokine is associated with an inflammatory and/or 
immunomodulating pathway; 

(ii) incubating the body sample with a series of flavanols and procyanidins and/or 
dftrivatf ves thereof, or a mixture thereof, under conditions sufficient to induce a change in 
cytokine levels and measuring the resulting cytokine levels; 

(iii) comparing the baseline cytokine level with the cytokine levels obtained in step (ii) to 
determine cytokine responsiveness of the human or the veterinary animal to flavanols and 
procyanidins; 

(iv) diagnosing, based on the cytokine responsiveness, whether the human or the 
veterinary animal is at risk of, or suffers from, a condition associated with inflammatory and/or 
immunomodulating pathways; and 

(v) designing a pharmaceutical and/or dietary regimen effective for prophylactic or 
therapeutic treatment of the condition diagnosed m step (iv). 

7. (Original) The method of claim 6, wherein the pharmaceutical and/or dietary 
regimen comprises administration of a flavanol and/or a procyanidin oligomer and/or a 
derivative thereof 

8. (Original) The method of claim 6*, wherein the condition is ratrriiovRSCiitar disease, 
coronary heart disease, cardiac fibrosis, atherosclerosis, and/or renal disease or failure. 

9. (Original) A method of prophylactic or therapeutic treatment of a human or a 
veterinary animal comprising: 

(W:\DOCS^4JPai0im0l33usI\000045lS.DOC} 3 . 

Response to Restriction Requirement 
US Appl. Ser. No. 10/725,805 
Filed December 2, 2003 



PA(£ 4/10* RCVD AT 12/1612005 4:54:39 PM [Eastern Standard Time] 1 SVMSPTO-ff XRF-6/25 1 DNIS:2738300 * CSID:9143330815 * DURATION (mm-ss):03-02 



12/16/2085 16:47 9143330615 



NADA JAIN PC 



PAGE 



(i) determining ex vivo a baseline cytokine level in a body sample of the human or the 
veterinary animal* wherein the cytokine is associated with an inflammatory and/or 
immunomodulating pathway; 

(ii) designing, based on the baseline cytokine level, a pharmaceutical and/or dietary 
regimen to promote homeostatic cytokine levels in the human or the veterinary animal; wherein 
the pharmaceutical and/or dietary regimen comprises administration of a flavanol and/or a 
procyanidin oligomer: and 

(iii) administering a flavanol and/or a procyanidin oligomer and/or a derivative thereof to 
the human or the veterinary animal according to the pharmaceutical and/or dietary regimen 
designed in step (ii). 

10. (Origi n al) A method of prophylactic or therapeutic treatment of a human or a 

veterinary animal comprising; 

(i) determining ex vivo a baseline cytokine level in a body sample of the human or the 
veterinary animal, wherein the cytokine is associated with an inflammatory and/or 
immunomodulating pathway; 

(ii) diagnosing, based on the baseline cytokine level, whether the human or the veterinary 
animal is at risk of, or suffers from, a condition associated with inflammatory and/or 
immunomodulating pathways; 

(iii) designing a pharmaceutical and/or dietary regimen effective for prophylactic or 
therapeutic treatment of the condition diagnosed in step (ii); and 

(iv) treating the human or the veterinary animal according to the pharmaceutical and/or 
dietary regimen designed in step (iii). 

1 1 . (Original) The method of claim 1 0, wherein the pharmaceutical and/or dietary 
regimen comprises administration of a flavanol and/or a procyanidin oligomer and/or a 
derivative thereof. 

1 2. (Original) The method of claim 10, wherein the condition is cardiovascular disease, 
coronary heart disease, cardiac fibrosis, atherosclerosis, and/or renal disease or failure. 

13. (Currently Amended) A The method of claim 5 farther comprising the step of 
pr e phylaotio or th e rapeutic treatm e nt of a human or a vet e rinary animal comprising: 
(i) dotormining ex vivo a baseline oyto kmerlevel in a- body sample of the human or the 

veterinary animal, whoroin tho cytokine is associated with -an inflammatory and/or 
i mmunomodulating pathway; 
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(ii) inoubating tho body sampl e with a s e ri e s of flavanols and prooyonidina and/or 
d e rivative s thereof, or a mqttHro thereof, undor condition s suffioiont to induoo q ehaage in 
cytokino levels, and - moaauring tho resulting oytolrino levels; 

(iii) comparing tho bnsolin e-cytokine level with the eytokino-lovo lQ obtained in Mop (ii) to 
d e t e rmin e oytokino fosponoivonoss of th e human or the vet e rinary-animal to flav anol s and 
prooyanidins and/or d e rivatives thereof; 

(iv) designing, based on tho oytokin e r e sponsiveness, a pharmaceutical and/or diotary 

r e gim e n to promote homoo s tatioo y tokino lev e ls in tho human or th e v e terinary animaI -- whofOt ft 
the pharmaceutical and/or diotary r e gim e n compris e s administration - of a flavanol and/or a 
prooyanidki - oligom e r and/or a d e rivativ e th e r e of; and 

(v) administering a flavanol and/or a procyanidin oligomer and/or a derivative thereof, or 
a mixture thereof, to the human or the veterinary animal according to the phnrmanftiitioal and/or 
dietary regimen designed in step (iv). 

14. (Currently Amended J A The method of claim 6 further comprising the step of 

prophyJootio - or th e rap e utic treatment of a human or a v e terinary animal comprising: 

(i) d e t e rmining ex vivo a bas e lin e oytokino lovolin a body - sample of the human or tho 
veterinary onimaly - whoFOtft ^ he cytokin e ic amo o iatod with on inflammatory and/or 
irnmunomodufctting pathway; 

(ii) incubating the body sampl e with a s e r i es of flavanols and prooyan i dino and/or 
dorivativoD thoroof, or Q mixtttr e- th e reof, und e r conditions sufficient to induoo a change in 
oytokine lovols, and mea s uring - tho roculting - ^ 4 ek - in e l e v e ls; 

(iii) comparing tho baseline oytolrino lovol with the cytokin e lev e ls obtained in st e p £«)-to 
dotormino - cytokine r e sponsiveness - of tho human or tho votorinary animal to flavanols and 
prooyan t dms and/or dorivativoo thoroof; 

(iv) diagnosing, bas e d on the baseline oytok i no lovol. whothor tho - human -e r - tho 
votorinary animal ia at risk of, or oufiFon) from, a oonditionossooiat e d with inflammatory and/or 
immunomodulating pathways; 

(v) de s igning a pharmaooutioal ■ and/ or diotary rogimon offootivo for prophylactic or 
thorapoutio - troatmoat * of tho oondirion diagnoflod in stop (iv); and 

(vi) treating the human or the veterinary animal according to the pharmaceutical and/or 
dietary regimen designed in step (v). 
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1 1>. (Original) The method of claim 14, wherein the pharmaceutical and/or dietary 

regimen comprises administration of a flavanol and/or a procyanidin oligomer and/or a 
derivative thereof. 

16. (Original) The method of claim 14, wherein the condition is cardiovascular disease, 
coronary heart disease, cardiac fibrosis, atherosclerosis, and/or renal disease or failure. 

17. (Currently Amended) The method of claims 1, 2, 5, 6, 9, ql 10, 13 - of - H r wherein the 
cytokine is TGF-J3, 

18. (Currently Amended) The method of claims 1, 2, 5, 5, 9, or 10, - 13 or 14, wherein the 
cytukiiiG is TGF-pi , 

1 9. (Original) A screening assay for identifying cytokine responsiveness of a human or 
a veterinary animal comprising: (i) determining ex vivo a baseline cytokine level in a 
body sample of a human or a veterinary animal, wherein the cytokine is associated with 
an inflammatory and/or immunomodulating pathway; and (ii) incubating the body sample 
with a series of flavanols and procyanidins and/or derivatives thereof, or a mixture 
thereof, under conditions sufficient to induce a change in cytokine levels, and measuring 
the resulting cytokine levels. 

20. (Original) The screening assay of claim 19, further comprising comparing the 
baseline cytokine level with the cytokine levels obtained in step (ii) to determine cytokine 
responsiveness of the human or the veterinary animal to flavanols and procyanidins 
and/or derivatives thereof. 

21. (Original) The screening assay of claim 20, further comprising diagnosing the 
human or a veterinary animal as being at risk o£ or suffering from, cardiovascular 
disease, coronary heart disease, cardiac fibrosis, atherosclerosis or renal disease or 
failure. 

22. (Original) A method of determining a therapeutic value of a polyphenol for 
modulating cytokine levels in a mammal, the method comprising: 

(i) obtaining body samples from at least one low cytokine producer and at least one high 
cytokine producer; 

(ii) determining baseline cytokine levels in the body samples; 

(iii) incubating the body samples with a polyphenol not known to have cytokine . 
modulation properties under conditions sufficient to induce a change in cytokine 
levels; 

(iv) determining the cytokine levels after the incubation of step (iii); and 
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(v) comparing the 
determine wheth 

23. (Original) The 

24 . (Original) The 

25. (Original) Am 
comprising 
selected from the 
any mixture or 
in the subject, 

26. (Original) The 

27. (Original) A 
comprising 
mixture or derivative 
the subject, wherein 

28. (Original) The 

29. (New) The method 

30. (New) The method 
3L (New) The method 
32, (New) The method 



derivative 



, wherein 



msthod < 



: admin ist<;ring 
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vaseline cytokine levels with the cytokine levels of step (iv) to 
er the polyphenol has cytokine modulating properties, 
method of claim 22, wherein the mammal is a human, 
method of claim 22, wherein the mammal is a veterinary animal, 
ethod of treating a subject, which is a low baseline TGF-P producer, 
to the subject at [east one flavanol and/or procyanidin oligomer 
consisting of monomer, dimer, trimer, tetramer and pentamer, or 
thereof, in the amount effective to stimulate the level of TGF-p 
the subject is a human or a veterinary animal 
method of claim 25, wherein TGF-p is TGF-pi . 

of treating a subject, which is a high baseline TGF-p producer, 
to the subject at least one procyanidin oligomer 6-10, or any 
thereof, m the amount effective to stimulate the level of TGF-p in 
he subject Is a human or a veterinary animal, 
method of claim 27, wherein TGF-p is TGF-P 1. 
of claim I3 3 wherein the cytokine is TGF-p. 
nf claim 1 4, wherein the cytokine is TGF-P. 
:>f claim 13, wherein the cytokine is TGF-p L 
rf claim 14, wherein the cytokine is TGF-P 1. 
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